Normal CSF Ferritin Levels in MS Suggest Against Etiologic Role of Chronic Venous Insufficiency  by Worthington, V. et al.
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June 20111752 Abstractsandmuchwork needs to be done to identify the causes of regional variability.
Finally, it needs to be emphasized that “fistula first” does not mean “fistula
only.” Patients with poor likelihood of maturation of a fistula, or a short life
expectancy, may be better candidates for a graft.
Complex Plaques in the Proximal Descending Aorta: An Underesti-
mated Embolic Source of Stroke
Harloff A, Simon J, Brendecke S, et al. Stroke 2010;41:1145-50.
Conclusion: Retrograde flow from complex descending aorta plaques
is a potential source of emboli to all brain territories.
Summary: Complex aortic plaques are defined as4 mm in thickness,
or those associated with ulceration or that have mobile thrombi. Such
plaques are considered a significant source of stroke. When such plaques are
located in the ascending aorta or the aortic arch, embolization can be
through antegrade flow from the aorta into a major cerebral vessel. How-
ever, the incidence of complex plaques is highest in the proximal descending
aorta. Plaques in this location have only previously been considered a source
of stroke in the setting of severe aortic valve insufficiency resulting in
retrograde flow in the aorta during diastole. However, it now appears that
diastolic retrograde flow in the descending thoracic aorta may be common in
patients with atherosclerosis and therefore serve as a potentially overlooked
mechanism of stroke (Svedlund S, et al, Cerebrovasc Dis 2009;27:22-8).
The authors hypothesize that retrograde flow in the proximal descending
thoracic aorta has the potential to reach all the supra-aortic arteries and, thus,
may be a previously underappreciated source of stroke in the setting of a
complex descending aorta plaque. They studied 94 consecutive acute stroke
patients who had aortic plaques 3 mm in thickness as determined by
transesophageal echocardiography. All subjects underwent magnetic reso-
nance imaging (MRI) to localize complex plaques and to measure time-
resolved 3-dimensional (3D) blood flow within the aorta. The 3D visualiza-
tion was then used to determine if diastolic retrograde flow connected
plaque location with origins of the left subclavian, left common carotid, or
innominate artery. If retrograde flow associated with a complex descending
thoracic aortic plaque reached a supra-aortic vessel that supplied the territory
of anMRI-determined acute embolic retinal or cerebral infarction, the distal
thoracic aortic plaque was considered a possible embolic source for the
stroke.
Decreasing heart rate was correlated with increasing flow reversal to the
aortic arch (P  .02). Retrograde flow associated with complex proximal
descending aortic plaques reached the left subclavian artery in 58.5% of
cases, the left common carotid artery in 24.5%, and the brachiocephalic
artery in 13.8%. Stroke etiology was determined in 57 of the 94 patients in
the study and was not determined in the remaining 37 patients, so-called
cryptogenic stroke. Potential embolization from a descending thoracic
aortic plaque was identified in 19 of 57 patients (33.3%) with a determined
stroke and in 9 of 37 patients (24.3%) with cryptogenic stroke.
Comment: The authors’ data suggest that plaques in the descending
thoracic aorta beyond the origins of the great vessels should also be consid-
ered a source of stroke. Flow reversal over complex descending thoracic
aortic plaques can potentially reach all supra-aortic arteries. Descending
thoracic aortic plaques should be therefore assessed in all patients with
cryptogenic stroke as a possible source of the stroke. The authors found an
8% incidence of complex descending thoracic aortic plaques in patients with
determined stroke and 28% in patients with cryptogenic stroke. Retrograde
flow was not correlated with aortic valve insufficiency. These observations
clearly contradict previous beliefs that flow reversal in the descending aorta
is rare and only present in patients with aortic valve insufficiency. The study
demonstrates for the first time that the proximal descending aorta is a
potential source for embolic stroke in all brain territories.
Effectiveness of a Smoking Cessation Program for Peripheral Artery
Disease Patients: A Randomized Controlled Trial
Hennrikus D, Joseph AM, Lando HA, et al. J Am Coll Cardiol 2010;56:
2105-12.
Conclusions: Many long-term smokers with peripheral artery disease
(PAD) are willing to engage in an intensive smoking cessation program. A
smoking cessation programwith intensive intervention is more effective than
minimal care.
Summary:Only one randomized trial has evaluated the effectiveness of
smoking cessation programs. This trial (Gavin K, et al, Int J Nurs Stud
2001;38:91-105) evaluated the effectiveness of a nurse-conducted smoking
cessation education program using nicotine gum. There was a difference
between the intervention and control group’s self-reported number of
cigarettes smoked. However, biomarkers of tobacco use (urinary cotinine
and expired carbon monoxide) provided conflicting results with the self-
reported number of cigarettes smoked. Given that cigarette smoking is the
most important risk factor for development of progression of PAD, the
current study was designed to test the effectiveness of an intensive smoking
cessation program in patients with PAD. The authors first sought to deter-
M
Cine whether PAD patients were willing to enroll in such a program. The
econd objective was to examine the effectiveness of the program.
Participants, who were recruited as outpatients, were identified as
aving lower extremity PAD frommedical records andwere also identified as
igarette smokers. They were randomly assigned to minimal intervention or
n intensive tailored PAD-specific counseling intervention. Surveys were
ompleted at baseline and at 3 and 6 months. Reported 7-day prevalent
moking abstinence was confirmed by carbon monoxide or cotinine levels.
f 687 outpatients identified as probable smokers with lower extremity
AD, 232 met eligibility requirements for this study and 124 (53% of those
ligible) enrolled in the study. Participants were receptive to counseling.
hey received a median of 8.5 counseling sessions (range, 0-18). Those
articipants who had been assigned to the intensive intervention group were
ore likely to have confirmed abstinence from cigarette smoking at the
-month follow-up: 21.3% in the intensive group vs 6.8% in the minimal
ntervention group (2  5.21; P  .023).
Comment:Many patients with PAD who are smokers are interested in
uitting and are receptive to a formal smoking cessation program. Those
ho chose to participate in the study almost universally indicated an under-
tanding of the health risks of smoking. There was a high desire to quit
igarette smoking, as evidenced by the high level of engagement in the
ounseling sessions by those assigned to intensive intervention. The partic-
pants in this study were highly motivated to quit, but only about one-fifth of
hose in the intensive intervention group were able to quit. The study
ndicates the importance of more intensive intervention in achieving absti-
ence from cigarette smoking. Perhaps most importantly, it points out the
est we have to offer to achieve smoking cessation is still woefully inade-
uate, even for motivated patients.
ormal CSF Ferritin Levels in MS Suggest Against Etiologic Role of
hronic Venous Insufficiency
orthington V, Killestein J, Eikelenboom MJ, et al. Neurology 2010;75:
617-22.
Conclusion: Cerebral spinal fluid (CSF) ferritin levels do not support
n etiologic role for chronic cerebral spinal venous insufficiency (CCSVI)–
elated parenchymal iron deposition in multiple sclerosis (MS).
Summary: A new and controversial hypothesis suggests disease pro-
ression in MS may be related to CCSVI and the resulting toxic effects of
arenchymal iron deposition in the central nervous system (CNS; Singh AV,
amboni P, J Cereb Blood Flow Metab 2009;29:1867-78). When iron is
resent in the CNS, it simulates intrathecal expression of ferritin (Keirg et al,
lin Chim Acta 1993;216:153-66). An indirect test for deposition of iron in
he CNS is quantification of ferritin. The authors postulated that if CSSVI
eads to parenchymal iron deposition in MS, there ought to be increased
SF ferritin levels. They quantified CSF ferritin levels from a previously
ublished cohort with clinically definite MS (Petzold A, et al, Brain 2002;
5:1462-473; Polman CH, et al, Ann Neurol 2005;58:840-6). The current
tudy consisted of a cross-sectional and a longitudinal component. In the
ross-sectional part of the study, CSF ferritin levels in patients with MS were
ompared with levels in patients with subarachnoid hemorrhage and occult
leeding (siderosis). An inflammatory neurologic control group was also
ncluded because CSF ferritin is known to increase inflammation. The
ypothesis was that if CCSVI-related parenchymal iron deposition is a major
athologic feature of MS, CSF ferritin levels in MS patients should be in the
ange seen with those with subarachnoid hemorrhage or inflammation. In
he longitudinal component of this study, each patient with MS was his or
er own control. The hypothesis was that ongoing parenchymal iron depo-
ition due to CCSVI should lead to an increase CSF ferritin over time. A final
nalysis was to determine whether CSF ferritin was related to MS progres-
ion, as detected on brain magnetic resonance imaging or clinically.
The cross-sectional component of the study included 1408 patients
nd the longitudinal component included 29 patients. The definition of
athologic CSF ferritin levels was 12 ng/mL. This level was observed in
% of the control patients (median, 4 ng/mL), in 91% of those with
uperficial siderosis (75 ng/mL), in 73% with a subarachnoid hemorrhage
59 ng/mL), in 10% with relapsing-remitting MS (5 ng/mL), in 11% with
rimary progressive MS (6 ng/mL), in 23% with secondary progressive MS
5 ng/mL), and in 23% with meningoencephalitis (5 ng/mL). In the MS
atients monitored longitudinally, there was no change in CSF ferritin levels
uring the 3-year follow-up period and there was no correlation of follow-up
SF ferritin levels with changes in clinical or brain MRI parameters of MS.
Comment: These data do not support the CCSVI hypothesis for MS.
he authors, however, point out a number of short-comings of their study,
ncluding that ferritin is only an indirect marker for CSF iron deposition and
hat they have no longitudinal data on CSF ferritin levels in the control
atients. This precludes conclusions about variations over time of individual
SF ferritin levels in an assumed normal population. Also, with respect to
RI, they do not have T2 imaging data potentially permitting correlation of
SF ferritin levels with parenchymal iron deposition or markers of CCSVI.
